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AB The growing interest in ***combinatorial*** ***chemistry*** 
has led us to explore new analytical methods for the analysis of 
complex molecular libraries. Because an investigation of large 
mixtures with 10 (4) -10 (5) different chemical entities was not 
realistic, an alternative approach was pursued that included the 
analysis of small representative sublibraries using positive and 
negative ion electrospray mass spectrometry. The detailed analysis 
of these model mixtures, containing up to 55 components, allowed us 
to obtain important information about the composition of a library 
with considerable complexity. The results were used to improve the 
synthetic procedure in. order to provide the maximum yield of 
expected library components. The applicability of mass spectrometry 



to the analysis of complex matrices and the usefulness of the 
technique for scree^^g synthesized combinatori^ libraries to probe 
their expected diversity and complexity have been demonstrated. 
CT Amino Acid Sequence 

*Dipeptides: CH, chemistry 
Molecular Sequence Data 
Spectrum Analysis, Mass 
CN 0 (Dipeptides) 



= > e 


review/dt 




El 


231 


RETRACTED PUBLICATION/DT 


E2 


198 


RETRACTION OF PUBLICATION/DT 


E3 


517153 


> REVIEW/DT 


E4 


34742 


REVIEW ACADEMIC/DT 


E5 


12627 


REVIEW LITERATURE/DT 


E6 


4854 


REVIEW MULTICASE/DT 


E7 


25959 


REVIEW OF REPORTED CASES/DT 


E8 


268783 


REVIEW TUTORIAL/DT 


E9 


13 


SCIENTIFIC INTEGRITY REVIEW/DT 


E10 


392 


TECHNICAL REPORT/DT 


Ell 


250 


TWIN STUDY/ DT 


* * * * 


END OF FIELD 


* * * * 



=> s e3-8 

517153 REVIEW/DT 
34742 "REVIEW ACADEMIC" /DT 
12627 "REVIEW LITERATURE " /DT 

4854 "REVIEW MULTICASE " /DT 
2595 9 "REVIEW OF REPORTED CASES "/DT 
268783 "REVIEW TUTORIAL "/DT 
L3 517189 (REVIEW/DT OR "REVIEW ACADEMIC" /DT OR "REVIEW LITERATURE"/ 

DT OR "REVIEW MULTICASE " /DT OR "REVIEW OF REPORTED CASES"/ 
DT OR "REVIEW TUTORIAL" /DT) 

=> d his 

(FILE 'HOME' ENTERED AT 21:45:29 ON 10 OCT 96) 

FILE 'MEDLINE' ENTERED AT 21:45:32 ON 10 OCT 9 6 
LI 168549 SEARCH COMBINATION OR COMB I NATOR ? 

^2 29 S LI (2A) CHEMISTRY 

E REVIEW/DT 
.3 517189 S E3-8 

> s 13 and 12 
■4 5 L3 AND L2 

> d 1-5 all 

4 ANSWER 1 OF 5 MEDLINE 
N 96166348 MEDLINE 
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Encoded combinatorial chemical synthesis on solid phase is a new 
paradigm m organic chemistry that provides chemists with powers 
similar to those enjoyed by molecular biologists. Encoded chemical 
libraries will have a profound impact on all endeavors that seek to 
identify molecules with optimized properties and to understand the 
factors governing molecular interactions. In particular the 
discovery and optimization of new therapeutic and diagnostic drug 
molecules, traditionally a slow manual process, will be greatly 
accelerated by this technology. 
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In the last years, the paradigms of drug research changed 
significantly. New technologies were developed, in several different 
fields. ***Combinatorial*** ***chemistry*** and 

high- throughput screening increase our chances to find new lead 
structures, with less effort than by dedicated syntheses. Gene 
technology, in addition to providing therapeutically useful 
proteins, significantly contributes to rational drug design. The 
primary structure of a protein can be derived from the DNA sequence 
of the corresponding gene. Its relevance for a certain disease is 
investigated in transgenic animals. Expression of the protein in 
bacteria or in cell culture produces material for screening systems 
and for 3D structure determination by protein crystallography. NMR 
techniques, or electron cryo-microscopy . Structure-based and 
computer-aided design methods are applied to optimize lead 
structures with the least effort. A serious problem in the 
application of such techniques is their limitation to ligand-protein 
interactions. For the design of a therapeutically useful drug, also 
absorption, distribution, metabolism and elimination have to be 
considered. QSAR methods help in this respect. Scope and limitations 
of the new technologies are discussed in the context of conventional 
approaches in drug discovery. 
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AB Combinatorial methods in biology and chemistry are proving to be 

powerful methods for generating molecular diversity. One approach, 
light-directed chemical synthesis, combines semiconductor-based 
photolithography technologies with solid-phase organic chemistry to 
synthesize large arrays of molecules with potential biological 
activity. This novel technology has the potential to provide 
libraries of both natural and synthetic molecules that might be 
screened rapidly for biological activity. 
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TI Polypeptide chain binding proteins: catalysts of protein folding and 

related processes in cells. 
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Subcellular compartments in which folding and ass embly of proteins 
occur seem to have £*et of PCB proteins capabl^of mediating these 
and related processes, such as translocation across membranes. When 
a domain of a polypeptide chain emerges from a ribosome during 
synthesis or from the distal side of a membrane during 
translocation, successive segments of the chain are incrementally 
exposed to solvent and yet are unlikely to be able to fold. This 
topological restriction on folding likely mandates a need for PCB 
proteins to prevent aggregation. Catalysis of topologically 
restricted folding by PCB proteins is likely to involve both an 
antifolding activity that postpones folding until entire domains are 
available and, more speculatively, a folding activity resulting from 
a programmed stepwise release that employs the energy of ATP 
hydrolysis to ensure a favorable pathway. We are left with a new set 
of problems. How do proteins fold in cells? What are the sequences 
or structural signals that dictate folding pathways? The new 
challenge will be to understand folding as a * **combination** * 
of physical ***chemistry*** , enzymology, and cell biology. 
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AB Combinatorial methods in biology and chemistry are proving to be 

powerful methods for generating molecular diversity. One approach, 
light-directed chemical synthesis, combines semiconductor-based 
photolithography technologies with solid-phase organic chemistry to 
synthesize large arrays of molecules with potential biological 
activity. This novel technology has the potential to provide 
libraries of both natural and synthetic molecules that might be 
screened rapidly for biological activity. 
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